
August 21, 1962 

Dr. Seymour Donter 
Department of glologlcrl Scl6m6s 
Purdue uhiverst ty 
L&ayette, IndIana 

Dow S6ymour: 

Re your wper in the July I962 Proceedings of the National Academy of 
Sciences and other notes on suppressors. I have been puzzled a long time by 
the contrrdlctlon in the ldees of easy mutation in coda vs. evolutionary 
stablllty, and I wouId reach a stlghtly dlfferent idea than I think you 
st8te isbout suppressors. Them do not chm8aa any code In * prime sense. 
-do increase the misreading rate, the Inpreclslon of translation. This 
will always be seIect~ugaInst, except ln the speclo1 case of conpensrtlng 

I 

for a mutant; and the accuaulatlon of suppressors WMJI~ soon b- lntol- 1 
erabl e. There may be some redundmcy of adaptors afso, but this cennot Iead I 
very far In evoIutlon - or 1 t hasn’t. I think Charlie Yanofsky would agree 
that thls view of suppressors also best l zooadts for hls amino acid substltu- 
tlon f Indlngs. A hrp?oId genotype glvfng a alxture of two proteins does look 
like some confusion in rsrding. Whether one can get way with a constant , 
error rate at equtvalent slt8s In rlt proteins, I 8fn Iess hopeful than 

- Chat-tie, and there may be some second order effects on the spectflclty of the 
adaptor that concentrate Its misreadings In cartoln contexts. In phage even 
a vary smmll propottlon of normally (IncorrectIy) read sequences would pre- 
sumably restore the + phenotype (as does fU). 

As ever, 

Joshua Lederberg 
Professor of Genet Its 

P.S. I note tbt Alan has dealt with much the same point. Query: how 
should we dlstingutsh the interpretation If the “correct” reading is 
“nonsense”? Can you qwntltete the phanotyplc effect in r 

c&c 
? Or would 

the reading hardly be stowed If there were ho competing ‘I ret t” read 1 rtg 


